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Intracellular metabolite profiling, glucose and glutamine isotope tracing
Sub-confluent HUH7 and HLE cells were each cultured overnight (o/n) in triplicates in 12-well plates. Next day, the culture medium was replaced with DMEM containing 10% dialysed Fetal bovine serum, 25 mM glucose and 4 mM Gln (Sigma-Aldrich). For isotope tracing, the DMEM was instead supplemented with 25mM uniformly labeled (U-13 C 6 ) glucose (Cambridge Isotope Laboratories) for glucose tracing, or 4 mM uniformly labeled (U-13 C 5 ) glutamine for glutamine tracing. The experiments were terminated after 24h. Extraction of intracellular metabolites, quantification by GC-MS and mass isotopomer distribution analysis was performed as previously described (Battello et al., 2016) . 
MTT proliferation assay

ATP determination assays
Cellular ATP content was measured using ATP Determination kit (Invitrogen, USA) according to manufacturer's instruction. The results were normalized to total protein concentration of the cell lysates.
Western blotting
Following culture, adherent cells were washed, placed on ice, and cell protein lysates were prepared using radioimmunoprecipitation assay buffer supplemented with protease inhibitor and used to incubate the membrane for 1h incubation at room temperature, followed by 3x wash each for 10 minutes. The blot intensity was subsequently visualized after exposing the membrane to enhanced chemiluminescence (ECL) detection buffer. The following are the antibodies used:
Migration assays
For in vitro scratch assay, the cells were seeded in 24 well plates. After o/n incubation, the cell monolayer was scratched using 200µl pipette thus creating a gap. Culture media was replaced and bright field microscopy images were immediately taken (time point 0, t 0 ). After 24h, another image was taken (t 24 ). Using Image J, 20 equidistant measurements of the gap created by the scratch were taken from the t 0 , and t 24 images. Percentage migration was calculated as: 100 x (measured gap distance t 0 -t 24 )/gap distance at t 0 . 
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